Several previous studies have shown that statin therapy can reduce the risk of stroke in patients with coronary heart disease (CHD) [1] [2] [3] . Aside from the Medical Research Council Heart Protection Study (HPS) [4] , there remains little data on the impact of statin therapy in patients with symptomatic cerebrovascular disease but no known CHD.
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Consistent with other studies, the HPS found that statin therapy was associated with a 25% reduction in the risk of stroke (risk ratio 0.75, 95% CI: 0.66-0.85, p ! 0.0001) [4] . The stroke rate in the HPS was much lower than that of a typical stroke population (1% per year in the HPS as compared to 3-5% per year). Of the end point strokes, 30% were not classified as being due to ischemia or bleeding. Of the 20,536 patients enrolled in the HPS, 1,820 patients had cerebrovascular disease but no history of CHD. There was a 21% relative risk reduction (95% CI: 0.055-0.339) in major vascular events in this subgroup. The HPS patients were not prospectively randomized within disease strata, however, and there may have been imbalances in stroke risk factors between the groups. Patients with transient ischemic attacks (TIAs) were included in the study, but it is unclear how this diagnosis was established. Finally, although the risk of major vascular events was reduced, the impact of statin therapy on recurrent stroke in the 1,820-patient stroke subgroup was not reported. Therefore, although the data from the HPS are consistent with, the results are not definitive of, a benefit from statin use in stroke patients.
In PROSPER, a study focused on a population of persons over the age of 70 at risk of developing CHD and stroke [5] , the composite end point of CHD death, myocardial infarction and stroke was significantly reduced by 23% with statin treatment. Of those with stroke at baseline, approximately 11% were not analyzed separately and the overall risk of stroke was unaffected by statin treatment (hazard ratio 1.03, 95% CI: 0.81-1.31, p = 0.8).
Most recently, the lipid-lowering arm of the ASCOT study was stopped because of a significant benefit in the statin-treated group [6] . ASCOT assessed the effects of a statin in primary prevention of CHD in hypertensive patients with average or lower-than-average cholesterol levels but at least 3 other cardiovascular risk factors. There was an overall 36% risk reduction (hazard ratio 0.64, 95% CI: 0.50-0.83, p = 0.0005) with statin treat-Goldstein/Amarenco/Bogousslavsky/ Callahan/Hennerici/Welch/Zivin/Sillesen ment and a significant 27% risk reduction (hazard ratio 0.73, 95%CI: 0.56-0.96, p = 0.024) for fatal and nonfatal stroke. Approximately 10% (n = 1,001) of the patients had prior stroke or TIA. As for PROSPER, data of patients with prior cerebrovascular disease were not analyzed separately. No additional data exist to support the contention that patients with stroke or TIA without known CHD derive a benefit from statin therapy. Although statins have been recommended by the NCEP-III panel for patients with cerebrovascular disease, this treatment was limited to those with carotid disease (as a CHD equivalent) and received a level C recommendation (i.e., expert opinion) [7] .
Patients presenting with cerebrovascular disease have higher rates of stroke, and therefore constitute a different population, than those formally studied in other statin trials, although these patients may have comprised a segment of the studied populations. Whether patients presenting with cerebrovascular disease should be treated with a statin remains a critical but unanswered clinical question. Accordingly, a dedicated secondary prevention trial in patients with previous TIA or stroke without CHD is of paramount importance. The SPARCL trial (Stroke Prevention by Aggressive Reduction in Cholesterol Levels) has randomized 4,700 patients with previous TIA or stroke to either 80 mg atorvastatin or placebo and is expected to reach the projected 540 primary end points during the fall of 2004 [8] . From the end point profile observed thus far, SPARCL patients represent a unique cohort different from those included in previous studies; the annual stroke rate in SPARCL is 3.5%/year (13 times that in other statin trials) and the cardiac event rate is !1%/year (approximately 1/3 that reported in other statin trials). The SPARCL trial is only 1 year from completion. The data safety management board has recently reviewed the last of 5 interim analyses (September 2003), and recommended to continue the clinical trial as planned. The SPARCL trial will answer an essential clinical question, i.e. whether patients with stroke or TIA without CHD should be treated with a statin.
